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AB The selective norepinephrine (NE) transporter inhibitor atomoxetine 
(formerly called tomoxetine or LY139603) has been shown to alleviate 
symptoms in Attention Def icit/Hyperactivity Disorder (ADHD) . We 
investigated the mechanism of action of atomoxetine in ADHD by 
evaluatins the interaction of atomoxetine with monoamine transporters the 
effects on extracellular levels of monoamines, and the expression of the 
neuronal activity marker Fos in brain regions. Atomoxetine inhibited 
binding of radioligands to clonal cell lines transfected with human NE, 
serotonin (5-HT) and dopamine (DA) transporters with dissociation consts. (Ki) 
values of 5, 77 and 1451 nM, resp., demonstrating selectivity for NE 
transporters. In microdialysis studies, atomoxetine increased 
extracellular (EX) levels of NE in prefrontal cortex (PFC) 3-fold, but did 
not alter 5-HTEX levels. Atomoxetine also increased DAEX concns. in PFC 
3-fold, but did not alter DAEX in striatum or nucleus accumbens. In 
contrast, the psychostimulant methylphenidate, which is used in 
ADHD therapy, increased NEEX and DAEX equally in PFC, but also 
increased DAEX in the striatum and nucleus accumbens to the same level. 
The expression of the neuronal activity marker Fos was increased 3.7-fold 
in PFC by atomoxetine administration, but was not increased in the 
striatum or nucleus accumbens, consistent with the regional distribution 
of increased DAEX. We hypothesize that the atomoxetine-induced increase 
of catecholamines in PFC, a region involved in attention and memory, 
mediates the therapeutic effects of atomoxetine in ADHD. In 
contrast to methylphenidate, atomoxetine did not increase DA in 
striatum or nucleus accumbens, suggesting it would not have motoric or 
drug abuse liabilities. 
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AB A review. In recent years, there has been a growing interest in sleep 
problems associated with attention-def icit/hyperactivity disorder ( 
ADHD). The etiol. of these sleep problems is multifactorial. In 



this paper, we review the current literature on the treatment of the most 
common disorders or factors underlying sleep problems associated with 
ADHD. In particular, we focus on the management of sleep problems 
associated with ADHD medications, restless legs syndrome, excessive 
nocturnal motricity in sleep, sleep disordered breathing, sleep-onset 
insomnia and psychiatric comorbidities associated with ADHD. Given 
the paucity of randomized, controlled, double-blinded, placebo-controlled 
studies, it is hoped that this review will encourage further methodol. 
sound studies in order to be able to develop treatment guidelines. 
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AB Idiopathic chronic sleep onset insomnia (SOI) in children with 
Attention-Def icit/Hyperactivity Disorder (ADHD) shows typical 
characteristics of the delayed sleep phase syndrome and could, therefore, 
be considered a circadian rhythm sleep disorder. A variable number tandem 
repeat (VNTR) polymorphism of the clock gene PER3 is associated with the 
delayed sleep phase syndrome and, hence, may associate with ADHD 
-related chronic SOI as well. Here, we investigated an association between 
ADHD-related chronic SOI and the VNTR polymorphism of PER3 in 10 
medication naive children with rigorously diagnosed ADHD and SOI 
(ADHD-SOI), and in 10 normal controls. Actigraphic sleep onset 
and sleep duration and salivary dim light melatonin onset (DLMO) 
were evaluated in ADHD-SOI. The 4-repeat allele frequency was 
lower in ADHD-SOI (0.65) than in normal controls (0.75) (p = 
0.73) with an odds ratio of 0.62 (CI 0.16 - 2.4). In ADHD-SOI, 
mean (±SD) DLMO (21:38 ± 0:50 h) , sleep onset (22:17 ± 0:46 h) , 
and sleep duration (9:26 ± 0:41 h) were not significantly related to 
the 4-repeat allele frequency. The present findings suggest no association 
between ADHD-related idiopathic chronic sleep onset insomnia and 
the PER3 VNTR polymorphism. 
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AB The invention discloses a method for controlling feelings of pain in 

infants or diseased or elderly persons using a complete nutrition or a 
nutritional supplement. The method comprises administering increased 
levels of folic acid, vitamin B6 and vitamin B12 or their functional 
equivalent 
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The invention relates to the combined use of Me phenidate and at least one 
of melatonin, a melatonin analog, or a 

pharmaceutically acceptable salt thereof in the treatment of attention 

deficit hyperactive disorder (ADHD) . Methylphenidate and 

melatonin or its analog may be used together or in combination 

with one or more other active ingredients, and is preferably formulated as 

a composition for controlled release. 
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AB The selective norepinephrine (NE) transporter inhibitor atomoxetine 
(formerly called tomoxetine or LY139603) has been shown to alleviate 
symptoms in Attention Def icit/Hyperactivity Disorder (ADHD) . We 
investigated the mechanism of action of atomoxetine in ADHD by 
evaluatins the interaction of atomoxetine with monoamine transporters the 
effects on extracellular levels of monoamines, and the expression of the 
neuronal activity marker Fos in brain regions. Atomoxetine inhibited 
binding of radioligands to clonal cell lines transfected with human NE, 
serotonin (5-HT) and dopamine (DA) transporters with dissociation consts. (Ki) 
values of 5, 77 and 1451 nM, resp., demonstrating selectivity for NE 
transporters. In microdialysis studies, atomoxetine increased 
extracellular (EX) levels of NE in prefrontal cortex (PFC) 3-fold, but did 
not alter 5-HTEX levels. Atomoxetine also increased DAEX concns. in PFC 
3-fold, but did not alter DAEX in striatum or nucleus accumbens. In 
contrast, the psychostimulant methylphenidate, which is used in 
ADHD therapy, increased NEEX and DAEX equally in PFC, but also 
increased DAEX in the striatum and nucleus accumbens to the same level. 
The expression of the neuronal activity marker Fos was increased 3.7-fold 
in PFC by atomoxetine administration, but was not increased in the 
striatum or nucleus accumbens, consistent with the regional distribution 
of increased DAEX. We hypothesize that the atomoxetine-induced increase 
of catecholamines in PFC, a region involved in attention and memory, 
mediates the therapeutic effects of atomoxetine in ADHD. In 
contrast to methylphenidate, atomoxetine did not increase DA in striatum 
or nucleus accumbens, suggesting it would not have motoric or drug abuse 
liabilities . 
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